To pack efficiently, the antilipidaemic drug gemfibrozil (Gem, Fig. 1 [4] , where Gem occupies the thyroxine T4 binding site, the O…O distances stretch almost 1 Å farther. In the latter two structures the carboxyl(ate) group is trans to the rest of the chain.
The carboxyl groups in paired molecules of the free acid form R 2 2 (8) dimers. In (aryl)alkylammonium salts the ionic groups form ladders of hydrogen-bonded rings, either R 4 3 (10) or alternating R 4 2 (8) and R 4 4 (12). Cations with one or two OH groups build these into the chains of rings; but in the Tris salt the cations form hydrogen bonded layers [2], retaining two hydrogen bonds to one carboxylate O atom and one to the other. In the non-hydroxylated ladder-forming salts a correlation coefficient of 0.85 between the average of the two O…O distances in Gem and the distance from the N atom to the most distant C atom in the cation suggests that there may be some mutual adaptation. In the transthyretin binding site Gem does not increase its number of hydrogen bonds, so any energy needed to stretch it must be supplied by packing interactions.
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